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EXHIBIT G 



I, John K. Rose, Ph.D., do declare as follows: 



1. On December 14. 1990. t executed a Declaration in support of a reply by 
Genentech, Inc. (Genentech) to an opposition by Chiron Corporation (Chiron) in connection 
with Genentech's European Patent No. 0 139 417. A complete copy of my Declaration is 
attached, 1 hereby reaffirm all of the statements made in the attached Declaration. 

2. I understand that Chiron lias now alleged that the opinions stated in my 
Declaration are not entirely my own. I strongly disagree with these allegations. 

3. In the fall of 1990, 1 was approached by an attorney, Daniel E. Allraan. who 
informed me that he was working on behalf of Genentech in connection with the opposition 
referred to above. Mr. Altman further informed me that this opposition concerned the work 
of Genentech researchers, Laurence Lasky and Phillip Berman. regarding their recombinant 
herpesvirus vaccine This work related to my primary research interest of the intracellular 
transport of viral membrane proteins. Accordingly, I was already generally familiar with I lie 
work of Drs. Lasky and Berman. 

4. Due to my familiarity with these researchers' work, I agreed to review 
Genentech's patent application, as well as the prior art cited by Chiron in their opposition. 
After completing this review, I discussed my opinion concerning the nature and prcdictabilily 
of the invention with Mr. Altman. This opinion was based on my review of these document 
and on my knowledge of the state of the art at the time this application was filed. 

5. Based on our discussion, Mr. Altman prepared a draft Declaration that set forth 
my qualifications and summarized my opinions. T reviewed this draft and requested (hut 
several changes be made. Mr. Altman made the changes and again submitted the draft for 
my review. I requested that further clarifications be made to the revised draft before finally 
agreeing that the Declaration accurately set forth my opinions. 

6. I understand that Chiron has questioned die statement I made In paragraph X 
of my earlier Declaration concerning the ability of one of ordinary skill in the art to have 
predicted in August 1983 whether a successful vaccine could have been produced using the 
process claimed by Genentech. My statement was based on my knowledge of the state or the 
art at that time. As of August 1983, there had been no previous reports of a vaccine that 
conferred in vivo protection against a pathogen based solely on a truncated, membrane- 1 rcc 
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derivative of a viral glycoprotein. (See paragraph 7 of my earlier declaration.) Accordingly. 
hTas not yet known whether such a glycoprotein could give nse to the ,mmune ^pnusc 
necessary to confer in vivo protection. Moreover, as explained below, it could not have be en 
predicted in August 1983 that such protection would have been conferred. 

7 The Gething et al M Nature, 300:598-603 (1982) reference cited by Chinm 
relates to the production of a truncated, membrane-free derivative of haemagglut.n.n « 
Sflueni virus I was weU aware at the time of my earlier declaration that this reference 
cSran^nsubstantiated statement in it, penultimate paragraph that the work report 

ItoS to a method for vaccine production. The reference does not contain any 
oto discussion of vaccines. Notwithstanding anything in this Gething et a l. reference one 
oTo^T^* *' «t. could not have predicted that a successful vaccine could l« 
produced based on its teachings. 

8 As was well known in August 1983, there are a number of significant technical 
obstacles that must be overcome in order to produce from an isolated I glycoprotein a 
2u vaccine that provides immunoprotection against a pathogen. FW. « mus he 
Sown that the particular glycoprotein selected actually raises neutralizing antibodies ay... , . 
Se mthoglrNo such showing is present in the Gething et al. paper. Moreover, u was also 
well tooln in August 1983. thlt in vivo protection against a pathogen can often require n,< >re 
than the mere ability to raise antibodies that are neutralizing tn vitro. 

9 Many instances are known in which large numbers of neutralizing antibodies 
are raised yet fail to protect the host from pathogenesis. .In many instances, pathogen, are 
c^of^ 

solely against a single glycoprotein. Examples of ^iJ^^^J. 
Anemia Virus (EIAV) , Visna Virus, trypanosomes and HIV-1 (known in 1983 l v 

10. Further, as of 1983. it was not known whether a T cell W ' 
in order to provide protection against many viral pathogens. It was widely thought In 1 9 W 
Sat such ccUular immunity was essential to provide an effective vaccine against a v «„l 

andTwasTot^Own if a truncated glycoprotein could evoke such a response. 

11. Moreover, those having ordinary skill in the art would not have 

polyvalent complexes were necessary to provide immunogemcity For the ""^u v, ^ s 
lemagglutinin, Mary Jane Gething, the 

quoted in Zoler et al.. Bio/Technology, pp. 146-147 (April 1983). ^'ngina i j 
one needs polyvalent complexes [of HA molecules] for ^^^^L^^^ 
,in P *nectedlv Laskv and Berman demonstrated that a single truncated, membrane ire 
. "SSZ^'h^^^^ (HSV) gC or gD glycoprotein could successfully prou . , 
animals from infection by HSV. 
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12 Thus as of the effective filing date of this application, it could by no mc;m.s 
be predicted that a successful vaccine could be produced based solely on a single truncated, 
membrane free derivative of a viral glycoprotein. One of ordinary skill m the art ai the 
relevant date could not have predicted whether such a glycoprotein would elicit . neutrali/inj! 
antibodies that would be effective in preventing pathogenesis, whether the antibodies alone 
without a cellular immune component could be effective, nor whether a complex ..! 
glycoprotein was required for immunogenic!?. Thus, in August 1983, one of ordinary skill 
in the art would not have had sufficient information to predict Lasky s and Berman s 
successful results. 

13 In paragraph 9 of my earlier declaration, I stated that once Drs. Lasky and 
Berman demonstrated the successful production of a vaccine in their HSV model that a 
reasonable expectation arose that the system would be successful with 0^^^^" 
This expectation arose because the successful results produced in the HSV model 
demonstrated that all of the technical challenges to successful vaccine production had been 
overcome. In other words. Lasky's and Berman's successful production of a t vucc.ru: 
effective against a viral pathogen based on a truncated, membrane-free viral glycoproiun 
showed that such a glycoprotein could elicit neutralizing antibodies and that such ant.bot .« 
couW be mised againi a single glycoprotein. Lasky's and Herman's successful ™rk purine, 
showed that such antibodies could be effective in preventmg pathogenesis and that an> 
necessary cellular immune component must have been generated. The work of Getting d 
al. showed nothing with respect to these technical obstacles. Thus, the Getting ct al. work 
did not give rise to any expectation of success. 

14 I understand that I was quoted in the Zoler ct al. article referred to ahnvn. 
stating that the idea that removal of the anchor sequence could convert these proteins from 
a membrane-bound to a secretory form was "pretty much obvious to everybod ly This is 
certainly what was expected at the time the Gething et al. reference referred to above wa. 
published. However, as explained above, the expectation that the proteins could be secreted 
suggests nothing regarding whether the secreted proteins would prov.de an effective vattiiK. 

15. I declare that all statements made herein of my own knowledge are true a.nl 
that all statements made upon information and belief are believed to be true, and J forthe il« 
these statements were made with the knowledge that ^^J^T^^J^^ 
made are punishable by fine or imprisonment, or both, and that willful, false statements .».,> 
jeopardize the validity of the patent. 



4 



JK Rose, pg 2 of 6 



Publications: Yanofskv C 1970. Tryptophan messenger RNA elonga- 

L Kefknd^ 

conditions. J. Mol. Biol. 51:541-550. 

_ ^ „ T v 0 „j v^nnf^W C 1970 Transcription initiation and degrada- 

, t, t tc jinH Yanofskv C 1971. Transcription of the operator proximal and distal ends 
3 * oifte tr^Sph^ Tope^n: evidence that trpt and tip A and the delimiting structural 

genes. J. Bacterid. 108:615-618. - 
a i?rtc/» lie and Yanofskv C. 1972. Metabolic regulation of the tryptophan operon of 

MoL Biol. 69:103-118. 

* c • . <~t p« ; jk. Yanofckv C, Yang, H.-L. and Zubay, G. 1973. Tiyptophanyl- 

*■ i^ife*^^^ for in * tto repression of the 

tryptophan operon. Nature New BioL 245:131-133. 

9 KnipeD Rose, J.K and Lodish,H.F. 1975. Translation of individual species of vesicular 
9 * Stitis viral mRNA. J. Virol. 15:1004-1011. . 

10 Rose, J.K. 1975. Heterogeneous S'-terminal structures occur on vesicular stomatitis virus 
" mRNAs. J. Biol. Chem. 250:8098-8104. 

1L Hewlett, MJ., Rose,J.K. and BjI^^^^^Jroclurc of poliovirus poly- 

ribosomal RNA is pUp. Proc Natl. Acad. Sci. USA 73.3Z/ M). 
12. Rose.JXandLodish.H.F.1976. Translation in vitro of vesicular stomatitis virus mRNA 

lacking 5'-terminal7-methylguanosme. Nature 26232-37. 
13 Rose J.K.Hasletine,W^ and Baltimore, ^976 The S'terrmnus of Moloney murine 

kukeraiiavirus 35S RNA is m7G5*ppp5 GmpCp. J. Virol. 20:324-329. 

T^Jci, wf and Rose J K. 1977. Relative importance of 7-methylguanosme in nbosome 

cyte cell-free systems. J. Biol. Chem. 252:1181-1188. 

ViroL 21:683-693. , . c • 

lis virus by duplex formation. J. Virol. 21:1094-1104. 

«a?»^^ , 
(London) 268:270-272. 
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Press, New York, pp. 47-61. 

^Pe^«tiv«toVi ro logy(M.PoUard,ed.), pp. 110-115. 

Florida, pp. 51-60. 

NatL Acad. ScL USA 77:770-774. 
26. Rose, J K. 1980. Complete intergenic and flanking gene sequences from the genome of 
vesicular stomatitis virus. Cell 19:415-421. 

COOH-terminus. Proc. NatL Acad. Scl USA 773884-3880. 
HdSKtrSand CF. Fox, eds.), Academic Press. New York. 

fnd R. Compans, eds.), Elsevier, North Holland, pp. 713-721. 

complete coding regions. J. ViroL 39:519-528. 

3Z GaUione C Greene, J, IversOn, L and Rose, J.K. 1981 ^»<^^^^^.g?&5 
3 SAsencodinl the vesicularstomatitis virus N and NS proteins. J, Virol. 39.529 535. 

33 Rose, J.K. and Shafferman, A. 1981. Conditional expression ^^^^T 
^glycoprotein gene inEscIiericliia coU. Proa NatL Acad. So. USA 78.60/u oo/<k 

34 Rose J K, Doolittle, R., Anilionis, A. Curtis, P. Wunner, W. 1982. Homology ^etween 
the liyc^rmdns of vesicular stomatitis virus and rabies virus. J. Virol. 43:361-364. 

^ Rose. J K. and Bercmann, J.E. 1982. Expression from cloned cDNA of <^*^*£%i 
35 ' s^eted fforrS ofXgry^oprotein oscular stomatitis virus in eucaryotic cells. Cell 



30:753-762. . tnmat u\* 

36. Iverson, LE and Rose, J.K. 1982 SeouenUal synthesis of 5'-pro^^^ 
virus mRNA sequences. J. Virol. 44: 356-365. 
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virus glycoprotein. J. Cell Biol. 97:1381-1388. ^ 

tion. Proc Natl. Acad. Sci. USA. 81:2050-2054. 
4L Florldewicz, R.Z. and Rose, J.K. .1984 A cell line expressing the vesicular stomatms virus 
clycoprotein fuses at low pH. Science 225:721-7Z3. 

-^^^ 

37*779-787. 

~*„. ^.t ^ «... t v iqb< a finale amino acid substitution in a hydrophobic 

43 -»ca*W^ 
J. Virol 54:374-382. 

ular stomatitis virus. Proc Natl. Acad. Sci. U.SA. 82.2450 

•rind glycoprotein. MoLCell Biol. 5:1442-1448. ,„.,.. 
47. Rose. J, Ada™, G„ Guan, J.-U MM ^oS&W^S!^ 

G protein to the cell surface. MoLCellBioLS3074-3083. 

5a Guan, J.-L, Machamer. CE. and f^™^?*™™ ^ """" 
port of an anchored secretory protein. Cell 42.489-496. 

D.C) 1986:292-296. . , . 

53 Woodgett, C and Rose, J.K. 1986. Amino-terrninal mutation of the vesicular stomatms 
virS glycoprotein does not affect its fusion activity. J. Virol. 59.486-489. 
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2157. 

„_ „ " _ „„„„ w T » ose j k. and Lefrancois. h. 1986. N protein is the pre- 
J. ViroL 60: 708-717. 

842756-2760. ' f 4 

in the plasma membrane. J. CeU Biol. 105:69-75; 
58. Rottier, P J.M. and Rose, ML 1987. Coronavim s El g ^coprotein expressed from cloned 

cDNA localizes in the Golgi region. J. Virol. 61:2042-2045. 
59 Rottier PJ M Florkiewicz, R.Z., Shaw, A.S. and Rose, J.K. 1987. An eternalized amino- 
5 SSsig^s^ J.BioLChem. 

262:8889-8895. 

• ^^^^^^^^^^^ 

1214. , , ^ 

189 

glycan. J. BioL Chem. 263:5314-5318. 
64. Machamer, CE. and Rose, J.K. 1988. Influence of new glycosylation sites ^ e^sion of 
tteveSai Stomatitis virus G protein at the plasma membrane. J. Biol. Chem. 263.5948- 

5954 

Ifierrant intermolecular disulfide bonding. J. BioL Chem. 263.5955-55K>u. 
intracellular transport of vesicular stomatitis virus G protein. J. Cell Biol. iU7.»y yy. 

other proteins. Mol. Cell Biol, 8:2869-2874. 
68. Shaw, AS, Rottier, PJ.M. and Rose, JX 1988. Evidence for Je loor ' niod^of signal se- 
quence insertion into the endoplasmic reticulum. Proc Natl. Acad. Sci. UbA 85. 

69 Rose, J.K. and Doms, R.W. 1988. Regulation of protein export from the endoplasmic 
* reticulum. Ann. Rev. Cell Biol. 4:257-288. 
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^ T Ax>f\cf ttc 1089 Glycoprotein cytoplasmic domain sequences 

requircu w w-^-m-r C.E A single amino acid substitution eliminates 

7L SS^SS^ £fih A e ^cellular transport of a viral glyco- 

protem. J. Virol. ^3801-3809 Sefton, B.M. and Rose, J.K. 1989. The 

trough its unique amino-tenninal domain. Cell 59.627-636. 

a t* onrl Rose J K. 1989. Mechanism of membrane anchoring affects 

J Virol 63:5328-5333. 



MoL Cell Biol. 10:1853-1862. . 
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